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5* (1) 



rTri 



R1 




0) 



fim^turv^T^ iv?) Ci-6 7JV^^*jv**-^1> X14 (^ny>If, Ci 
U 

A 14. ^n*»yjgCiK Ci-67;V3*'>I, 3U4 1 ->f 5 ^V'J ^i^SL, 
sttOXI±l~4<*>tt»*i*U s#2a±Ohl, AJ4. IWJ — Xi4*B#l& o X v>T & 

D(4, TIfi:£ (1 d) K^i^^U 



(S;*K R 2 j&t^R 3 t4> -€-*L-p*i4fifcfcL-t\ tK^H^. vt^^ *3K& ^uy>m 
^> Ci- 6 t;v^;v^ Ci-67;v3#->s > C2-6 7;^-;H> c 2 -«7;^-^i, c 
2- 6 7;vt-^t*->^ C2-6T;vdr^;v^-^rv^ Ci-67vJi'*^yi, 
?--e«&$*L-ci/>-r& i^C3-6'>^n7^;vil, Xl4 (-hoi, ad^>||?, tK 
Ci-e7;i'3^vi, x*± C i-6 7^*^** if -e«!ft$*trv>T* 4v>) 7x-^ 
3fe*3S£U k(4, 0Xlil-15O«»*Sto k3&*2ULt©fc£, R2WR314, R 
2W±, R3|W)±. JSLVR 2 t R 3 OffiSfflfciJV^ Zfl?tlW\— X(4*B^& o TV^T 
4v> 0 ) „ 

>779V-2-^H, G 1 "CfllJftSirfcf-^^nvv- 2 Gl-cfi^^tL 
7t2 f 3-ytKo^>'7ft7x^-2-^;i/S, X14G 1 X'W.Uk'&tl'fc 1 . 3 — ^> 

Giii, S:nhr r^, acsus^ Ci- 6 7;^;v*;wf-^ (- h n 

^ j\uy>w&^ Ci- 6 t;w3^v»> Xf4 c i - 6 7 

V^-CbivO ^>y^;^^^i-o I , 3U40R8 |5$4>> R8J4, tK^M^ Ci-s7 

aMfc-frfl&X t4 * <om&to K^m- S HZ m e 

IIS** 2] 

Zi>K TIB^: (A) . (B) . X\± (C) 
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(5£4>> ^^M^-fc^U Xi fi, m*I)§^Xt±^tl^£3tU R4_~R1 

[IS^3] 
5£ (2) 

Hfc4] 

s^__/(CH 2 )n 



(A) Sj 



R1 



(CH,)m 



Mb 5] 

YOC-D-Z' (3) 

rat&*3EU Z' l±:£: (A) * , (B) ' , Xli (C) ' 
[ft 6] 

R12 





R14 

(O* 
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R13 



RIO 

(A)' (B)' 

*, Xi, R4~R 1 4t*> 5* (A) > (B) . (C) Kj3jta*> Xi> R4~ 

r i 4 t-e-tL-rttrattw^^-ro ) •c*fcs*i****-*-o ) "c^sfraft^^fcM: 
Hb7] 



(A)s 




(CH 2 )n 



U— B-D-Z' 



N^(CH.)m 
R1 



(V) 



(5£iK A, Rl> n. m&tfsli, 5* (2) fc*5tt*A, R 1> n, mXtfs t^fL-P 
*lHtfcc&*£U B> D&tfZ' tt, * (3) fcfctfSB, D&tfZ' t *tt?tim C 



ttigE# 2004-3079152 



mm 2003-291881 



3/E 



Mb 8] 




(1) 



A, B> D, Rl, n. mS^sli, ^ (1* ) fc*Jtf*A, B. D, R 1 > n 
„ m^siiW^C^^U ZtiS: (1 ' ) m*-bn»«r7 5/ *l:S 

[W** 5 ] 

* (1) 



A, B, D, Z, Rl, n. m^sli, HUB A, B, Z, R 1 > n. mX 



(i) <K zt5*. fria^: (a) , (b) . xi± (O z^-t^t zfRtts 
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[0 0 0 4] 
Hbl 0] 




0 N-SO, 
Me 



[0 0 0 5] 

#MBB6 1 -4 4 8 4 O^ffi 
2 ] 1 - 1 0 4 0 3 3^m. 

ffiftXWt3] #W¥2 - 1 2 1 9 7 5-f<2r$& 
MWXfU] »cffl*WHfrttlH&IB» 3 4 5 5 9 3^Jffl# 

[#tt:*:it 5 ] mnmwmm^mm 483772 ^wm& 

mWXWL6] i^i9 5/2 9 1 6 3f/07l/7 h 

[#^^7] mm^mm^mm 3 40750 s^-wjm* 

[#^^8] #M0H 5 5 - 6 9 5 6 7^^ 
[#^m9] R*N&IHti££lll£ 3 2 4 3 7 7^|§«B* 

0] R*N«FttffiB&0fl*U 5 8 0 3 7#W«B# 
[TOll 1] S!^<2r§S^0 0/0 0 6 5 5 0f^>71^»; h 
[aMHMnRil y • • 7> 'J * > • t 'f ;v • 5 ^ > • v-fr-f 7f 4 

(J. Amer. Oil Chemists, Soc.h 1 9 7 4^, i5 li> P. 2 0 0 - 2 0 3 

[0 0 0 6] 
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(a) ^ (1) 



[0 0 0 9] 

[35+, Rlli, Ttc^H^ (Any>Sf, C i-e T * a * ->3fe* ^TfflMftS 

_ 6 T;Vn#Vgg, Ci-eTfl'*;!'** ^tt&^VC^Tk X^) ^^/^H^U 
J: <> 

DJ±> TIES; (Id) £jjH"Sf*&U 
[0 0 103 



^"CS^^tL-Cv^r ^ iv>C3-ey^a7M;Vi, Xii (-b°i> yNn^m^ 
BK& 01-67^3^^ Ci-«7;^^ WS&£*LT^T*> i^) 7xi*J6t 
SfcU kJi. OXIil~150liWo k^2JJl±<0fcl, R 2 R 3 te, R 2 |Wj 
±, R3|W|±> RVR2 tR 3 coffins K£v>-C, ^ft-r*L|W)--;5Z.MII£ oTV>T *> J: 

V^o ) . 

Zti, Glti^ti/:^nYV-2-'f^ G 1 "Cgm £ *l£ 2 , 
y/7 7>-2-^JH, GlT'ii^m?n7V-2-^H, Gl-Cg&£*L 

GiW\ ^:NHR Rtt* ricfclR^ Ci-eT^*^*^**-;^ (-^ 

^>V^;i/&£3H- 0 I . X&0R8 \&tip, R8lt tKHj!^ Ci-eT^* 



[0 0 0 8] 
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[0 0 14] 
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[0 0 15] 

(5£«t> % A, Rl, mWsti, S ( 1 ) fcJ3»t*A* Rl, n, mSI/shW 

tL^C^^^^-ro ) T'^$tLS75 Wt^t, 5£ (3) 
[0 0 16] 

Mb i 5 ] 

YOC-D-Z' (3) 
[0 0 17] 

C**£U Z' {4^1 (A) » , (B) ' , X(4, (C) ' 



[0 0 19] 

(Sf , Xi> R4 ~R 1 414, S (A) > (B) , (C) fciilt* * , Xi . R 4 ~ 
s*iigi A (1* ) 
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[it 1 7 ] 



(A)s 




[0 0 2 1 ] 

A, Rl, n. mXtfsli, 5* (2) KiSlt&A. Rh n, m^sfcW 
JURIS fcOfc^U B. DMZ' t±> 5* (3) £i3»t*B, D&tfZ' k*rtim®K 

(d) IS 1 -efcfctLfc- h n-fb^!»<0- > n3fe*a56*J*JBv*-CT 5 
*g2 Zm-fZiR (1) 
[0 0 2 2] 
Hfc 1 8 ] 



(^4". A, B. D* Rl, n, m^'sli, 5S (1' ) fc&tf&A, B, D, RK n 

(e) * (1) 
[0 0 2 4] 
lit 1 9 ] 



A, B, D. Z, Rl> n, m&O'ste, miB^ (1) K&tf&A, B, D. Z 
„ Rl> n> m&tf s t^rfi^fimC^<D^Wtir 0 ) -?^$:fr& >3Wfc^%Xf* 

(f) * (1) *K Z**, WE:* (A) , (B) , Xit. (O Sr^-f (e) SB*Ottlfe 

[0 0 2 6] 

Rite, (7?1 SI, AI, 3**^*VNnyyjR^;*ttS&;:x.tt* h 

xF^fV, yn*°^v N 'fy^n^i/, rh*">s sec-r^v-, <iv7\> 
*-> % t -/b^v'fOCi-eT^a^rVi ; & fT?fi&$*L-Ct/>-C & «fcv>) .x 

, j-h^ri/, 7*n^A 'fyyn^J/, 7^">, sec-71>JfA 'fV7'b#'> 

Mm. 3*m*$<0^ur>l%¥ ; ; * h*~>> ^h*^ ^n#*V, ^V^n* 




(1) 



[0 0 2 3] 




[0 0 2 5] 
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[0 0 2 7] 

[0 0 2 8] 

©Alt ffl — t^I^oTV>t <fcV> 0 
[0 0 2 9] 

[0 0 3 0] 

[0 0 3 1 ] 

D^^i"^: (la) 4»> R2, R3fi> ^fr-rti<&3: LT, TfcfRJET- ; v T 7 £ ; tK0 

^ ; ^ b^r->, ^ h^r->x 7D^ y> ^yyn^A 7f+v, sec--/h*~>> 
-fV^h^A t-yb^yfOCi-eT^n^ySjxf-iK 1 -7n^^;K 2- 
7n/^-)K 1 -7't-iK 2 -7r-;K 3--7*-r-->K 1 ^-JU- 2 -^n^c— ;V 
„ 2 — ^•f-rt' — 2 l— ✓ox— ;Vx 2— — ;k 3— ^>r- — ;k 4 

- JK l-^f;i/-2-7f-JK 2 2 -7t-^K 1 -^^r-b — ;V 
„ — 3 -^^r-fc — JK 4 -^dr-fe — flA 5 -^^r-t — )Vl$<DC2-6 T)Vr 

=.)vm ; a-^-iu, 1 -^u fcT— ;K 2-7ne=^ 1-7^~;K 2--7^-;K 3 
-V-?-— ;1a l 2 -"fu tf-;K 2- tf-fr-Z--?^ — )^, 1 - ^ > -f - ~ ;U 

> 2-s<>?-=.)v^ 3-^>^— ;K 4-^>^-;v N l -^jw- 2 -y-r—ju^ 2- 
^;v-3 — /k i -^*<> — >K l, l - V* 2 -7f-;^C2-6 

7;i/d^ - ; T U JV^-^~> N 2 - 7o^^t*A 2 -T'f-il't^y, 2-^^;^ 
-2-7n^-^t^yfWC2-67^-;vt^yi; 2-7* 
^--ji/** i 2 - 7nif-jvt^y^<7)C2-67;v^-;vt^yl ; T-t 

h^ci/^ yntfpj-^n^v^ 7fVn^yif©Ci-67y;vt^yi;Xli7JVt 
ny^D7'n^;p, y7iVtny^n^n^K ^Dny?n7nn'jK v^nnv^n 
•/ut?;!^ l-^f;v-2, 2-^^nny^a7nt';v, ^ony^D7f)K v^n 
oy^n7fjK ^nnv^n^yf-jK y'^ODy^n^yfJK ^ o n n^3=- v 
y^nny^n^df-^^, fh77;Vtny^n7 , f;V^O^oy > H?-T*f ^ $ *i 

-cv*-cfc iv>C3-ey^n7W» ; XJi (-hni; 7«;|, 3^*^ 
o/nd-^vMT- ; 7jtm* ; ^ h*v^ XfifA 7"n^A -fVT'D^y, 7h + v 

> sec-7b + A ^V7b#A t -7h^y^Ci-67;^*yI; -x- 

n-7nk"jK ^fv7n^, n-7*^;K sec-T'-f-ZK ^f7 7f;v, t -7* 

[0 0 3 2] 

ktt, OXit 1 ~ 1 5<&SE»*&U k t) s 2 J2LLO t # > R 2 3 (i-tix-T 

;Mt$C#&1-£tf*> i^M©R2XliR3ii, R2|W|±. R 3 |WJ±K33V>T, 

itL^OD^isv^T. R2&17R3 teTkStM^ ^iXti7xxji/i, k ti 0 . 
h 2. 3. 4Xli5)WiLv>. 
[0 0 3 3] 
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v>-2-^;^x G 1 -Cttm^tt^^*^ n-7>- 2 -^f;l/^> G lTr®#l2*L*:2, 
3 - y t: K n > '/ f 1 7 x > - 2 - 'f Ji/ i , X(iG 1 X*W&Z*i?z 1 , S-'OV*^ 

[0 0 3 4] 



[0 0 3 6] 
[0 0 3 7] 

R4-R14&. ^tL^x^jtbT. TfciRJlT- ; Xfi^^K /nfjV 
[0 0 3 8] 

G 1 1±> S:nhr Rti, TK^il^ ; T-fef-;v, :/nt:*^;K ;k 

*y^C].6r^3*->*;7 7*> EJE. SkUt. BV%km<r>'^r>m.=¥- ; >*->K 
-r.^;K n-7*n^, -f V7 p nt°;v, n--7^;K sec-T^K ^v7f;K t - 
7*f^f<7)Ci-6T^^;vS; tft$a-c^-cUv>) V* frtSktelkto I > Xte 
5£:OR8 |5£4u R8ii, tK^M 1 ?- ; r-fef-;v, 7*ni^t-^ a'p-jj^ 

(7)Ci-67;V + ^*JV**-;H; (tMRIK^ ; TfC®^ ; * Y *~>> ^h*v> 7'n^y 
, -fyy'n^y, 7*b^ry, sec-7*l>^v, -fV7*h^rv> t-7'h^yf(OCi- 

sT^a^yi^vi, M5t, 3^m^<D^uy>m^ ; n- 
i. 6 7;^/H ; -cg&^fr-ck *v>) sow fr&zm-to 

[0 0 3 9] 

7 KLTgJii1-& 



[0 0 3 5] 
Ut2 0] 




0 N-S0 
Me' 



[0 0 4 0] 
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A^. /(CH z )n 



HOOC-D-Z' - CIOC-D-Z* - 

(3) (4) 

A_^_/(CH 2 )n 

P jT~H >— CO-D-Z' 

R1 

(la) 

[0 0 4 1] 

5*1 «K A> D. Rl, nXVmtt, 3* ( 1 ) K£Ut&A> Rl, n, m^s^ilf 

*iiwjc*><7>*i£u z* i±, mia^: (a) • , (b) • , (o • tra 

[0 0 4 2] 

y^nU KfWAoyyjti^ffl^t, Sl^n'j K (4) #fc*Lfc»*n»j 
K *^fStt*«»«t+ > ift2&ff*T > 5* ( 2 ) -C^ S *l* 7 3 > RJS 3 « i K J: 
•K 5* (la) X'7fiZtl&- Y uik&mx&ZT $ KW3H**»* - § & ° 

[0 0 4 3] 

-x/uS, ^>-tf>, h***. *isU>&<Dttm$tMfctRm* *J9uu*9>^ ?u 
H)U7?K (J&TFDMF fcl&IW*) > v^WW^fyK (J^TDMS O tB&sS 
[0 0 4 4] 

fej/^n [5. 4. 0] 7 (JJJLTDBU tB&ffi-t"*) ^7 5^l> 

[0 0 4 5] 

-1 5x;~mMv>m&mm, u* L<ao~8 o-c-cfrfc^fco 

[0 0 4 6] 

(HSkykfe 2 ) 

[0 0 4 7] 
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at 2 2] 



(A)s 




ffibklS^ (A)s 




+ HOOC-D-Z' 



(2) 



(3) 



(la) 



10 0 4 8] 

5S*K A, D> RK nRtfmtt, 5£ ( 1 ) £*3lt£A> Rl, n. mXtf s t ^tl-F 

*iiw)i:*>o£sgu z* {±, miB^:: (a) » , (b) - , xi* (O • tmtm*m-r 



BP*), 5ft (3) (2) -C^S *l£ T 5 > t 



LTIi, 0lx.tf* 1. 3-^?nAm*W>f5K, 1- (3-^W5^ 



^>Vh 7/-)V, 3, 4-vt: Kn-3-t 1, 2, 3-^ 



;vx-f^, THF, 1. 4 -y^-^r^^O^-'r;^ Y)l>x->^ ^rvV 

>^<0##8LgHb**£, ^nn^y, ^nD^A, 1, 

yNnyvjfcjK'fk**^ Tth-h'J^, DMF. DMSO, £° V v >^*^»f £ £ £ 
[0 0 5 3] 

RJ&it. -15t-m<OiM, #* t< l±0~8 OV-ZftfrtiZo 
— JIKaft (2) t?^$tL<5>'fb^{4^:ftlS«Og£ftl0^ft[^flx.(^ • ■ ^ 

7*-f • * h V - (Journal of Medicinal Chemistry) ,1 9 8 0^, ^23 

m, P. 6 3 5 — 6 4 3 . v>-fe->* (Synthesis) , 1 9 7 7^, P. 645-646 
4 if] rMt tf*T- % 2> 0 
[0 0 5 4] 

(«3t*fc3) 

[0 0 5 5] 
[ft 2 3] 



[0 0 4 9] 



[0 0 5 0] 



[0 0 5 1] 



[0 0 5 2] 




(2) 



HOC-D-Z' 



(5) 




[0 0 5 6] 
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5*;*, A, D, RK nMmli, 3* (1) fcfcttSA, Rl, n, mWs t-^tL-P 

tuijDko^u z* a, flrfaa;: (A) ' > (b) ' , (O ' tmc&*&-f 

o 

[0 0 5 7] 

BP*>. ^ (5) -e^$*L*T^7*t Kfcj* (2) t^$iU75 Ht&Ki: 
TufiSTS yftS-frSdfcKJ: 5* (lb) t?^S*l* - h n-fb-frW-C** T 5 

[0 0 5 8] 

aBH4, th'^A h'JT-bb^r^DM K?>f K*Wf* - &o 
[0 0 5 9] 

T H F , 1, 4 - v 5 *^ >^<?>^- ^^-If^, ]>;V^>, ^vV 
v«o£*»Lgfcft;fc*IB, ^nn^>, ?nn*K, 1, 2-7^nnxr^ 
/ND$*><b&<fcat3Ha^ 7*h-h'JJK DMF, y^f^XH^yK (DMSO) , 
tf >j y ^£ - t **7? 14, 
RlBtt, - 1 5 r-M^^S, L < ligfiTfxfcft*,, 
[0 0 6 0] 
4 ) 

[0 0 6 1] 
[ft 2 4] 

(A)s^ ^(CH 2 )n JEt (A)s^ ,(CH 2 )n 

f\—( >-B-D-Z' ^ rjQ >-B-D-Z 

Rl Rl 

(O CO 

[0 0 6 2] 

A, B, D, RK Z, n, mXlCsli, 5£ (1) K £ It & A , B, D. Rl, 
n, m^s fc-eti-etLpgCfcOfc^U Z' tt, flfffis* : (A) ' . (B) » , Xii ( 
C) ' fc^C***"*,, 
[0 0 6 3] 

IP*>, A (la) , (lb) (1* ) t?^$*L*- hnft^&fcjlMKfcJB^T**^ 

flnSrfir ^ ifcfc «t <9> 5£ (1) t^$W7-'J >ft-fr»*#* i><DX&2> 0 

o 

[0 0 6 4] 

HF, 1. 4-^t#tV<S!©x-r^ ^>-tf>\ ->^n^* 
[0 0 6 5] 

c£ & o 

^ftWft-frfcOflHitti, IR, NMR&tfMS^feftjgLfco 

friBS: (1) ^SftS^f&Wft^Kfi, v» < o^o^sttfltxCSSBRtt 
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mtt (1) r&3*t;Mfc^W^IMfcftfcSW£**L*SLfc iM. ffi^. 

[0 0 6 6] 

^mmit^mit, &,mkft%*G-t2>Z- ^JtmU^a (Low density lipopr 

oteiiu WTLDL B&fB-T £ ) OgHtlft^'ttfciai <*£ h K J: oT»lft«MfclME«>»&, 

its *• isit-r * ^ t a*-? # , tMfUKttoteattd ta^?**:*:*^ mik^ffl < # 

[0 0 6 7] 

[0 0 6 8] 
[0 0 6 9] 

mmtLXft&Zti&tBMtoKii* 5£ (1) ©ft-frWfe L< lifOglKll^t^^S 
&<D1«:SLI±2«J£ILL*, l~9 91i%, ^tfagSfc^fflMl^H 9~llf%*, 
Effyb + &i&*m&KJ&&xm&Ait# 2 #4L<ti. * (1) 

[0 0 7 0] 

warn, mz.\i, mmmwr-h-*'* r>y>. -i?9fvft7"/7"A ^ttv 

[0 0 7 1] 
[0 0 7 2] 

X»±jKU^^V>^'J (JKlTPEGfcOl&IBi-*) . -CTx.^ PEG 1 0 0 0 (9 6 
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%) L< fiPEG 4 0 0 0 (4%) 5£ (l) <DiJ V^Mfc-a-tlXli-e^^ffJ 
Ktr^£*i£:!&0. 5-5 0m»%£:frifeLT^Hb-f &<^»3: Lv> 0 
[0 0 7 31 

IItLtS4tHiS[ttttt±, (l) <o*;^f'J>»»U<l«^ 
6*J^W#$tL-?>mw l@Xf±2aJai±^ 0. 5-5 011%^ Xlfe^llTyaAV 

[0 0 7 4] 

Bffliai), 4?a<DffiBMft«, 0lx.tf, ?Wt#k p 

[0 0 7 51 

(Remington' s Pharmaceutical Sciences) > il 81, v y 9 • s yy^f • ii 

yj*— — „ — ^ b ^>^;W^~T (Mack Publishing Company, Easton, Pennsylva 
nia) ,1 9 9 0 ^JUHlife/K £ *L*K*fcfl£o-C»i!c"** - t**"e§ *o 
[0 0 7 6] 

* (1) -c^$tts*;i/^U vM-frfct L< tt^m^&Ktr^Sfrai&oiaXti: 

> f&*^T«ll Bfflfili, Mlk g&£*K 5S (1) <Dii*#V >&lt&®0. 1 4mg 
-14. 3 mg/B-e&tK ttf-t L< i±. Ml k g&tz >9 0. 7mg-10mg/B, 
i >)fflL<li, Ml k g*fc»J 1. 4mg~7. 2 m g/B t?*S 0 M 7 

3fflOfflftt£HW\ lB10mg~l. Og^fcrtLOi, lB50mg~700mg, 
i>)ffiL<li, lB100mg~ 5 0 0mgt^5o 
[0 0 7 7] 

[£ifc« 1 1 
[0 0 7 81 

XS1 : (±) -2- (5 h n- 2 , 4, 6, Kn^>/77 
>- 2 -4 -2, 3, 4, 9 -7- \ 7t Kn- 1 H-«^-^*^**U ^O^tI 

[0 0 7 9] 
[ft 2 51 




[0 0 8 01 

2, 4, 6, 7 -r h 7> 5 b n V\l Kn^/ 4 /7 5 > - 2 - TfrfK K2 

. 0g, 2, 3, 4, 9-r b9t Kn-lH-^-^*n"KU >1. 5 2 g, IjMf 
^>50mK M0. 8 m 1 > th'JfAh'JT-b h*3/jj?n^W 4 K2. 0 4 g 

£2jnx., Sfi-c-!fttt#Lfc<, *»ft?- h v * atJc^iR^Jd^^o 

= 5 0:1) -C«»L, iWWSrl. 4 9 g»fc„ 
[0 0 8 1 1 

Ig2 : (±) -2- (5-7^-2, 4, 6, 7 - r h 7 ^ 2 , 3-5>fcKn 

tUiE# 2004-3079152 
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[0 0 8 2] 
Hfc2 6] 




[0 0 8 3] 

(±) -2- (5--M3-2, 4, 6, 7-ff7^fJV-2, 3 Kn^* V 
-7^ ^_ 2 -4 frtJ-jU) -2, 3, 4, 9-rf7tFo-lH-^-^*JV*'ni 
. 4 9g, Mi-tf 2. 49g,tttllml,x*;-^25mltftlx., iumM 

0 0:3) t»»U 0 7g#fc o (HfejS 150— 153 t)) 

[»£!l 2 ] 
[0 0 8 4] 

111 1 : (±) - (1, 3, 4, 9-x hvt: Kn-^-^*JP**'J >-2-^f ;v) - ( 
5--hn-2, 4, 6, 7-ff7>f JVytKD^>'/75^-2-'f;l') ;>< * / > 

[0 0 8 5] 
Ufc2 7] 




Me 



[0 0 8 6] 

2, 4, 6, 7 - f h 7 ^ f Jl/ - 5 - - f n Kn^> 77 7 > - 2 - * 0 
. 5 g, k^'^^W>2 0m U ^t^t-^O. 2 7g^ 2 F^nJ&itiSiE Lfco 
^z&KiiU r§&£@*U 2, 4, 6, 7-7>7^f;V-5--fn-2 3->'t 
K n ^ > 77 7 > - 2 - * - n 7 >f K *#fco 2, 3, 4, 9 -x h 7 Kn - 
! H _^_^ #;w-K'J > 0. 33g, h'jxf JV7 5V0. 2 3g. DMF15mlCD 
MF}:j#»L/:2 ( 4, 6, 7 - r h 7 * 5 b a - 2 , 3 - Ka^V/7 

a : ^ *y-;v= l 0 0 : l) T-MU Bi$«0. 5 4 g#£o 
[0 0 8 7] 

1*12 : (±) - (5-7^-2, 4, 6, 7-f^7^f^-2, 3-^*1 Kn^> 
>/ 7 ^ > _2-^.;v) - (1, 3, 4, 9--r f5t Kn-*-**/M*y V-2-<<fl' 
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10 0 8 8] 
[ft 2 8] 




[0 0 8 9] 

(±) - (1, 3, 4, 9 -7- b Kn-^-^*;i/#'J >- 2 - (5-- 
hn-2, 4, 6, 7-f h?>WKKn'«> , /79 , /-2-'f*) * * ^ > 0 . 5 
4g, 3E»1. 8 6 g, M.4t*)V~s<y A 2tK#D^I0. 1 9 g, -^3 0m 1 =Srtnx 

5^flfc£->l7 iJYJ^iJ ? n-v b ^97 4" - (^nn*;u :S|xf;v=5 0:1) T 
11U 1 9 g#fco (Huftl 2 9 - 1 3 3 «C) 

[0 0 9 0] 
1 ] 

[0 0 9 1] 
[ft 2 9] 




[0 0 9 2] 

2. 3, 5-f^fJV7x/-;H 1. 1 g. 3-^tiD-2->f-;i'7'n^>6 5 
. 3 &B**U *A 9 9 g*DMF7 0 OmlfciD;*., 8 0 3 WHHJ«#Lfco *£*P 

7 ^ _ (✓O-tfy : ^*-g-;/ = 1 : 1) T«J«U g#J« 1 0 2 g#7to 
[0 0 9 3] 
[##00 2] 

2 2 -7>a^^;l/- 3> 5, 6 - b 'J ^ x / -A/<0»jt 

[0 0 9 4] 
[ft 3 0] 




[0 0 9 5] 

2 N 3> 5->y^f^7xi* 2-^^^-2- ^n^-^^-yJl' 2 6. 6 g 
^^xW-'J V 1 3 1 m 1 fc«M»U 7*tf>»lAT2 0 0 *CT- 2 B#Mm# L£ 0 

«Hft^ ^* > -7 A t j»lft«r«EE«« U mm* 'J * * 7 A * n -7 b ^ 
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77^- (^>-t*> : ^s^-9->= i : i) -efMttu itt«f*2 l. 4 g#7c 0 

10 0 9 6] 

3 ] 

[0 0 9 7] 
[ft 3 1] 




[0 0 9 8] 

2 2 -^n^^;u- 3 , 5, 6 - b 'J^f ^7x7-;V3 1 . 8 6 g £:&ft 
^fV>6 0 0mlt:»«|U 0t^ij|L*^^i:>^^nnItifi4 7. 5 

[0 0 9 9] 

[##« 4 ] 

2-t Kn^y^f;v-2, 4 % 6, 7-tb7^f^-5--hnyhFn^>7*77 



2-tKa^v^f;i'-2^ 4, 6, 7-f >9>f ^l£KB^>'/7?>2. 3g 
*|*W3 0mn:ijSU OTCtiditLft^feWBftl. 9mUiTLfc, Ot^l 

r;i/*7A^nvh^77-f - (^nn*H) "CttWU §69**1. 3 4 gftfc. 
[0 10 2] 
5 ] 

2, 4, 6, 7-fb7>f;i'-5--hDytKn^y'/77>-2-7^7 , tK©|i 
it 



[0 10 0] 
[ft 3 2] 

Me 





sj^O CH 2 0H 
Me 



vj^-o CH 2 0H 
Me 



[0101] 



[0 10 3] 
[ft 3 3] 

Me 



Me 

f 

Me 




CH 2 0H 
Me 




[0 10 4] 
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T/W^V#H*CT, yaffy^n'JKO. 5 7ml 2ml Ct»L 

, -7 8tit^U, i©WC»fl'>2m 1 K#*UDMSO 1 . lm 
1 *-6 5t:JJlT-e?KTt, fOitlOWUo SfcK, M>fV>4mll:f 
^L£2 -fc KD#y>f;v- 2 , 4, 6, 7-f f7>f ^-5-->avt Kn^> 
</77>l. 3 4g^TU RfBflfcTIk 
'✓4. 2mltiTU ii&J-C#SL, 1 N — ^^4rinx.7t 0 fii^^on^^^i 

[0 10 5] 

6] 

2, 4, 6, 7-rh7>f^-5--l > oyliKn^> , /77>-2-AM^S 
it 

[0 10 6] 
Hb3 4] 

Me 





[0 10 7] 

2, 4, 6, 7 - r h 7 ^ f ^- 5 - - f d y k KD^y V7 7 > - 2 - 7;i/f li K 2 
39 g ' 2->f^-2-7*fy3 lg^t -7*^;-;H 90ml KigfifU tK^T 
t\ Mfttf'^A7. 7 7 g. 'J >m-7K^^ h l ) «>A-7jC«l 0. lgt»* 
Lfw7K7 8ml ^ITL, giST 2 B#F«™$L£o 2-^f^-2-7*f>J: t-:/*/ 

z^&ztizx <o ummz i . 2 o g#^ 0 

[0 10 8] 

[##$17] 

6-->n-2-^h^y^f^-2, 5, 7, 8-f h7>f;^avy-4-t> 

[0 10 9] 
[ft3 5] 




[0 110] 

5_-M3-2-HKn3r->-3, 4, 6-b'J^f^7*b7x;y 6 6. 5gt 
p< h^i/T* K/7 8. 8 g* f;vx> 5 0 0ml KfefflLtzfiLlBWUz, ^iS-Cki'n V y 
>6. 4g=SriPx.s 1ST-2 4PIF»U £ <b 3 ttNjmftJBfflC L£ 0 &J&i££zl&E@ 

£3:1) MttU S 6*JJ^ 2 9 . 2g*ftfc 0 

[0 111] 
[###18] 
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[0 112] 
Ut3 6] 




[0 113] 

6 h n- 2 h *c*s* f-fr- 2 , 5, 7, 8-f f7^f ;^nv>-4-t> 
lOgCs >^/-JH OOmlJM, 0tT*NaBH 4 1. 3g£$s3raU O^T-l 

io. i szntzo 

[0 114] 

[##^19] 

6-rfn-2-> F^->^f;v-2, 5, 7, s-r-Y?*m> (2H) ^D^OS 

it 

[0 115] 
Ut3 7] 




[0 116] 

6 hn-4 -fc Kn^fV- 2 F+y^fJV- 2, 5, 7, 8-f h7>f^7 
nwiO. 1 gi:^>-b*>'2 0 Om 1 ^JDx, p - h A/JO;*** 1 . 0 g^lJU 

*>( JWk<DBMk&l!ll 9. 4 gzntzo 
[0 117] 
[##00 1 0 ] 

6--hD-2-^ h^'»f^-2, 5, 7, 8 -x h 7 * * )V ? y (DUfe 
[0 118] 
Hfc3 8] 




[0 119] 

6--hn-2-> 2, 5, 7, 8-ff7^f;v (2H) ^a^V 

9. 4g^x^-jH0 0mlMU 1 0 %'<?S>* AlfcJflJMSU . Ogfcflnx^ 
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[0120] 

1 1 ] 

10 12 1] 
Mb 3 9] 





Me 

[0 12 2] rt _ 

6 _- 1>n _2->>Jp->^f;i/-2, 5, 7, 8-f h7^f^?n7>9. 5g£ 
m<b^ fV>80ml U 0 felt^IT, 1 MEM't^M^ f- V ^iSfflt 

3 1 4ml*ini;U 0*C-C3«FM«^bfco £JfciJ&T&, Rf&***t-**t. ^an 

7/f _ (✓^^ ; @£S|j^;i/ = 2 : 1 ) UttL. iftj^ 4. 5g*ftfco 
[0 12 3] 
1 2 ] 

6 _-], D _2-*;v>;v-2, 5, 7, 8 -f- h 7 * * 9 w > > 
[0 12 4] 

Mb 4 o] 

Me Me 

II '~ ^ ° 





[0 12 5] 

-eOtftt^lT, t^t'JA/^ny Kl. 6ml^M^fV>4 0mn:i 
U -6 OWMS03. lmUiTLfct, 5^FlWU;c ^:6--fn-2 
-tKn*i/>f^-2, 5, 7, ■ 8-fl>?> 9g*I^fl/>l 
OmH:i$Lm> -6 0ttif^ITiTl^ -6 0^3 0«-fflt#U: 
o ^i:h'JxfJV7 5 ^ 1 2 m 1 £-6 0 < C-C»L> Ifc* KMiaKilf , RJ&i&TZ 

*&U SHfW*->U *^i/*7A^n7f^77^- : it^^^= 2:1) 

[0 12 6] 

1 3 ] 

6 -r. h n - 2 , 5, 7, 8 -t h 9 ^ n v 2 - fJ fr&>&<DMi& 
[0 12 7] 
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[ft 4 1] 




[0 12 8] 

6-->c-2-*JV5;V-2, 5, 7, 8-rf7^fJ^n-7>2. 3g«:t-^ 
y -;H 5 0 m 1 K?#fi?U 2->f;V-2-yT> 2 3 g ^^©tMbDx-^o IE 
ttfitf'J'JA 5. 8 gfcV >BC**-*-HJ 7. 6g**6 0mli: 

JjUHLfeo *«»±. 1 0%»pH4 SixfjK-jftfflt/Co ttS*^M 

JE&MU #fc^i£ifl£^*^>^^1-**-?> 6g*#fc. 
[0 12 9] 

Me : ^f-n/ 
[0 13 0] 
[ft 4 2] 




[0 13 1] 
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[0 13 4] 



immmm i ] mum iom g t) 

#f&HJHb^ 1 0 m g 

%m 8 1. 4 m g 

n 2 Om g 

b Kn^v7 , nt?;i/-t;vn-^ 4 m g 

i])i>^*-s* f ;i/'t;vn- x^;w>"^ A 4m g 

Ar7'J y^-^^ v"?7i>. 0 . 6 m g 

^ft 12 0mg 

[0 13 51 



±|BOJ: J: ? K> ^^<b^5 0 g, ?Lti4 0 7 gWn 

100g*, M^t&n-T-f WHJR»ftfllf (80 R) OTtt, JSj-Krl 

^t/co £*U*, 1 0 %fc Kndr~>7°n fc? ;i/-fe;l/n-*7lti#?&2 0 0 g ^iLtML 
fc 0 |£if , 2 0^ y v^otSgfcjlU Ztifc^ ;Hr ;i/ n - * ;w>* A 

2 0g, 7f7'J ^ni">A3 gfcflP/U n-* V-flrt£$| («Xflf (*) ») 
t7mmX8. 4 ROQfrSr'f^ t"C, -«SfcH 2 Omg^fiSHtttfco 
[0 13 6] 

mmt&mm 1 ] in vitro «sjft»^fls«f^ ffl 

Ma 1 v y b<Dlo& (Malvy> c, et al., /<-f *^ • 7 y K • * 7 <t 

;V • 'J -9" — f- • n 5 z. — 'f — i/ a >X (Biochemical and Biophysical Research Commuun 
ications.) , 1 9 8 0^ *9 5«, P. 734-737) KigECT, 7 V MH**S> 
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'J >»««r-^a^«Ujc*» (»TPB S fcBMBi"*, PH7. 4) fcJnx^ f7D>* 
^yfff-^^vt-fXU 1 0, 0 0 0 g-C2 0 53*W3£'k55-SiU ±»«>I»**S> 
b fcWRLfco PtlL/sJB**"^*- 5 0 0 uMVXr-f ^5.^5 uMli^- 
j&Rtfl 0 OmM KC 1 fciHliU 3 7*C-C3 0#fSH h U aB*ftHB«*>fl* 

[0 13 7] 





in vitro VGUkftmnftm 
5 0%mmmm (i c 50 #m) 


l 


0.34 


10 


0.50 


22 


0.54 


MM- l 


0.23 


ttfiS-2 


! 0.23 



[0 13 8] 

[£9tttlfc0l 2 ] Ex vivo tfCMm-fkBSS^ffl 

^^b^^M#firtt{±s ex v i v o^am^Bf Sftffl *iB!)5ei"* - tt:<t 9 

NIKKOL HCO-6 0) ^aJC»*»*K:#»JftV»»i«a LfcttWfc'fr**:. — » 
3Etf?SD^Itt9? h (6 a**) CB^&S LCt^tti ^f) tl00mg/kg 

[0 13 9] 
[^5] 





Ex vivoftjftttfc«eKf|s/B 
(%) 








i 


98 


90 


94 


10 


97 


94 


90 


22 


96 


94 


91 


MM— 1 


68 


59 


75 


3M-2 


45 


57 


i 84 



[0 14 0] 

mmuwrn 3 ] in vivo tmnmm 

y^—j-fl, • ^-y • ^t*^ i/*^ • "Jr^^y- (J.Med.Chme.) . 1 9 9 7^> tM 0 
^ P. 559-57 3fSmw*fe^mCT, in v i t r o »ffcffcffl »i»ft#-«fc 
0^">*Wtl< ^|^TJ^rti£#^J:*^#4Tt&^?Bt:^WftU^J**^fFflBL^o S 1 c 
: ICRaUfttt^** (5fl) (B*SLC#^ttJ:U¥) , -P3~7E£fflv^ 
5 0mM«<b*-ttO*««a7K*»£*^^^O#5 -^6®«W<t f)*tt«C5 ft W 
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fa (Bjte^5*^/Xtt» NIKKOL HCO-60) ^m^w^mz^m^^mM 

fi (j^t i d 5 o t R&iB-r a ) a*H!R» (^a^a*K#») ^37t sa^t^^s 

[0141] 
[^6] 
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10 14 2] 
[*7] 





In vivotftKflSf^ffl 
5 0 XE&gFfflft ( I D 5 o mg/kg) 
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Km- 2 


20 
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[0 14 3] 

**RflfcL"CSBfc2HIB*0 0/0 0 6 5 5 0^fcBB*S*Lfc'rfrfri»*Jtlv>;fco 

WRR- 1 

[0 14 4] 
HU 3] 




[0 14 5] 
ttlH- 2 

[0 14 6] 
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oft (l) [5ft*> R 1 tt*#JK : 3FXt±11tft**>'"C *> i^Ci-67;v^iH 

3tL-ClX»±2<OSE»«r*U DJ4. * (2) R 2 Rtf R 3 14. ftLf^iLt 

**£U ktt, 0~15OlMto) U Zli. «!ft$*L3t^nT^ 

-2-^^36, «»S*L;fc2 f 3 -S>fc Kn^> 77? >- 2 ->f IMftStifc*-* 



R2 

— (C)k— 
I 

R3 



mi} 




R1 



Mb 2] 



(Id) 



miiE#2 004-3079152 



S&m. 2003-291881 



#WmMO## #M 2003-291881 

^fr^f 50301333522 

g£t £SS£Jiffi? 0 0 9 4 



[ft9A] 

[»»!#■*] 
[fflJrUUiJ&Br] 



[WW**] 
[ttBfXi±S3f] 

[JSAXtt*lfc] 
[SMtbfcftSA] 
[W3U**] 



000004307 

Ig«fflE^iI 2T§2f If 

^ W A 
100107984 

m^tP^E^-TB 8*5-* ^frtf^3Pgf 

JUtffl >H£$& 

100102255 

100118957 

100123168 

IfH5iE#t2Tg8f 5f £#bf*3Hr 
100120086 

m^fP^E#^2TS'8#5-* *#e>U3W 

ffi|Ei«F 2004-3079152 



#0 2003-291881 



2/E 



mtiE# 2004-3079152 



^-v: l/E 

#0 2003-291881 
ffi I A i I H # 



[000004307] 
1 . tl^H 0 1 9 9 0^ 8JI2 2B 

^ m mM#^-ftBaiE:^:^fflT2Ti 2#i-^ 



ttim&-% tti|iE#2 004-3079152 



